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fT) (57) Abstract: Novel substituted benzylthiazolidine-2,4-dione denvatives capa- 

^ 0 ble of. as a ligand of human peroxisome proliferator-activated receptor (PPAR). 

^ ^^IJ^'>'^'^^T''''''"^V ^ enhancing the transcriptional activity of the receptor and showing effects of low- 

^ M il T X.. (1) cring blood sugar level and lowering lipid level; and a process for producing the 

O MeO'^'^*'^^ 0 same. Substituted benzylthiazolidine-2,4-dione derivatives represented by general 

^ H formula (I), pharmaceuiically acceptable salts thereof and hydrates of the same: 
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« 

(PPAR i:IB&-r) T:J-^h. ^NftCth PPAR T^'-x V tLXmm 

:5 s M tj^ (c c ^ ® ^ * ^ ^ -r 5 g ^ i^ifig ^ 13 II -r 5 o 

^;i/;r^i^\;-AJimilfS(4<b§§i*:(PPAR){i;^7^D>f K§^<*:. 

^ci., 1992, 89, 4653)o d © 1*1 PPARa liJ3gJiS^©P'fbtg®]^V> Iff 
fli-^'gJii^{c^;?^UTi5D^ # tcffPM *5 v^ T li^M A^^.*?) :a 
{Endocrinology, 1995, 137, 354). IIJte^^^tM^ilfflflaf^^iitC 

^-rsiifs? im^\tTi^)v coA^^mm. mmmf^^^ >j^^m 

U >/^^ U /-^--If) ;S 1/^:3 l/;^ 7^ D-;b-^(t«|4flgM ©otitic 

Hii-r^T^j^ >; >y^^(Ai.AiKciii)3ifE^ ®^]i^iE-^M{3$ij 
^^PUTv^i)o ppAR^tt#ig*fflfla^4''i:^i: \.x ^i^p^^mm.iznm^ 
izmmbxi^^^ommj^X'it ppAR/?o^s6t)ES{col.^Ti±^BJ•t• 

PPARr lifllf!^^flai3il5^i^UTl>TfliJKIffl^®^<b{C||-^ u 
T l^ ( J.Xipjflf.^es.,1996. 37,907)o C^^C PPAR (D^T^'J 
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X. PPARa©^ »>^T«i7 hT«i7;^liiiPifel3^i|iv>ig'4'ifJ!iJKiflii^<& 
0 (J.5joi. CAeiB., 1998, 273. 29577). PPARa omtt^b ^Jfilff'fliM(:3 

(i-ijcfocrj;?©;©^/., 1996, 137, 4189, Ceii. , 1995, 83. 803, 
Ceii., 1995, 83.813) o '^-oXs ??kl7 (Om^^\iit^m±^ ^ 

ppARrrsttibifij iTZ2=.7.v) itstsL^i&rmtvxmmx^^^o 
tji^n{zmnixmmmmmi:imt^m^}^%^^t. ppARi^ict h 
tiimt ^ma^x ^ tiitmisbx <i^mtf;}tji ;i :^ X AC ^ ^ Mm^T 

ffl S 15/3^ Ji Jfii 4" Jii M ( =J I- 7^ a - ^US t>* 4^ 14131 M ® )ig T <t 
PPARa® 'J K ^ LX ??kiia iZMt h^m^^^ t ^it^miZ 
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Ii7 7 K >m(Dftm^'C^^ LTB4 0ftk(Ci/ h ^ D - A P-450 {C J: 
^m<h^^bX^\:.^ HETE(h KD:^S/x^ii1^-xh7X>^)'^ 
HEPE(h Ko=^r^>x-fiiit^>^x>K)||®ai>fzF-tfy^K, i|^{C 

8- HETE^8-HEPE^*5#^^nTl.^ 2) (/'roc. ^aty.^cacf.^ci., 1997, 94» 

3i2)o LiJ'Lzn^op^m^io^mmmsfimmmmtitm^iziiit 

iJ^UBS 61-85372 -^^ i^l§0S 61-286376 "tv 1-131169 ^> 4^ 

§^^ 2-83384 ^. 4^11^ 5-213913 4^ 8-333355 

9- 48771 -tx nmW- 9-169746 3-D ^^^m&mm 0441605 
W0-92/07839-t^®f-T\/ 'J >-2,4-i^ ;t > ^^i*^ *s^p 

??kRai'^mifm^m^\^x\^>^^mmizmLx\t. wo-97/25042 

WO-97/36579 ^^ii^m^^ tlX\>^ ^i^. C (i 

mm^mm(Dm^t^mm±miitix^^^o 
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miz-m^iDx-m^ ti^^t^^izit.m^ (Ds.^m^i^(DW^ifi 
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(2) (1) 
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fiPt)^ -^^{l)Xm^tl^it^m\t&^i<l^m^ 8-333355 ^)(D 

A'^NHj (3) 
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m^Mt bX\tm ^iti^ ^ IP ^> )\yti)\^^^i^ ^ I hM-[3-(i^ 
>^i/*xf-;i/, 2; 7 xx;i/ 1; Kx ^ ^ K ^'J — 

mMtLxit AT- 1 h* D >> ^ > y h T - ;i/x iv- 1 k d 2/ ;^ 

I h K D-3-b K D 2^-4-;t ^^r V -1,2,3-^ > 

Xs ta-mizito'Cis'^^o'cizxmMthmii^x^ho 
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A^PI^ ? n -5 t> ® T* (i ^ V^ o 

immm i ) 

N-\(2-^ 'J ^ )Vh5-\(2A-i^ ^ ^ ^ T 'J 0 > -5- )l) ;^ 9- 

(282ing,1.00mmol) > 2- tT 3 U ;i/7' ^ >(114mg,1.05inmol)^ l-[3-(S^;>< 
f-;i/7^y)7*Ot:;i/ ]-3- jl ^ )\y tl )]/ :>n iy ^ I h* ^ *i 
(230mg,1.20inmol)St>*MAr-^*pi 5';i/7ji;i/AT ^ h* (5ml) ^fI•&b^ 

gar- 5.5 ^rami^^-^iJiSbfco Sii&?fi{C7jc*SDAfcm^i4i: 

h - h 73.7mg(2O%)0^M'fb^t)<&Mfe^S^ 

196.0~197.0°C; 
l*^|fffii ni/z371(M*); 
7t^^lTfii(%) CjgHnNaO^S: 
th^jii(%) C, 58.21; H, 4.61; N, 11.31. 

C, 57.98; H, 4.56; N, 11.40. 

immm 2-4) 
immm z) 
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225.0-- 226.0'C; 
mA^tfrU m/z371(M*); 
7Cm^tff1ii(%) C,gH„N304S: . 
th^^t(%) C, 58.21; H, 4.61; N, 11.31. 
IIPJM(%) C, 58.29; H, 4.57; N, 11.44. 

{mmm 3) 

A^-r(4-fc: U ->';i/>^ ^;i/1-5-f(2.4-i:;;2r:^ V V U >-5-^ 

;bi-2-p^ h^->^>XT^ K 

ill;^ 214.0~215.0''C; 
nm^^^ m/z371(M*); 
7C^^^ffl(%) Cj.HnNaO^S: 
H-^^(%) C, 58.21; H, 4.61; N, 11.31. 

C, 58.08; H, 4.59; N, 11.38. 

(USS^J 4) 

N-(iy^ U^^i/)V;f- 5^;i/V5-r(2,4-v:t ^ V5^T\/ U v >-5->r 

181.0-182.0°C; 
nm^^n in/z 376(M*); 

ff^^i(%) C, 60.62; H, 6.43; N, 7.44. 
II^Jfii(%) C, 60.61; H, 6.41; N, 7.49. 

(^iifi?y 1) 
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i^mLfz cHo mi^iz. mm(Dmw^m^(D dna f^^mt$,t\i vm 

PPARaSl>'7 iSy \'^^mW,iBiochemistry,1993,22,559S)t(Dm 

(STRATAGENE 1±)S 0^' 1*1 SPH ^Pffi ® /? -:^J ^ ^ h ^' - -{i "7 ^ 7 ^ 
K(Promega ^t)* i;:f}^7ai^ hT'^ > {C T ^lfll?i^^^ 13 T 13 h 7 > 

7 X ^ :S/ 3 > U;^co ^ (D'^^mt^mRV^Mmih^m ( PPARr 
Oj^^^^!^^ LT h n ^* U ^ V^>St>*l^:t^'; ^^/>. PPARa® 
t bt(8S)-HETE ) ^ DMSO iZMi^ U> DMSO 

Ham's F-12^g^feT•i^l^UT^&#U^ 24 ^^^IC CAT rS<4S t^^ /5 
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